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io >>fLs mm&*fflm?z>rz&\z\t. ±^x^mvx^u-t-f^-m&n 
>y2±\zmtftmwmmzfit3.t>nT&K> . -<££5£ urasnfc 

15 cDNA©»f)tlB^Expressed Sequence Tag (EST) tl/Tr - ^^""^ 

tz\t7J-zhtLx. tkfrmmzmBtzmm&tLxmmisnxztzo u 
p n D ^cD^t hfz o ? 5 Gw&m&'&m i/±7*?-m&mz%im\zfLitiis* 
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<, watw*, *»©gm«*«bh£7*--. u*> 

^gf^ffl «wff « j: * o . tt us 7* -t*rr * ^ h * fd * 7 > 
©aero* &u^*-m®*itKm?zm<»?®/mn*mm 

^^Hft3-H«*Uy^^H (DN A, RNA*J:ltt*iS0K» 
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m frMrra#us*i/*^F (dna, RNA^i^neo^ift) » 

>^-Xh, 7^Xh) *fctt*©«L Wtf'JjH>FMGIflW» 

15 

mmft*n.nitfe%, degenerated PCRfclCfcoTffr&bfc 
E S TKH8K:*^T> th (fchiSJS) **©0H»fe»efl*3- Hf* c 

20 *EHfc73/BEHK:WRbfcfc£3* 

vntigsn, cns©cDNAC3-Hsn*M*««7iawaai© 

&©»jLfc*3WT\ S5Ki>F#§afcfc8*» *56Wft^«1'*KS-3fc. 
25 (1) E3WI: nf«b$nS7Sy«EWtl?l-t>b<tt*R«It:H-© 

7sy»Ew*^rr*iittiwit-r*afeJi*fctt*©*' 
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(2) ±sh (i) E«©«a*©»^^P*fc**®*' 

(3) ±12 (1) M«a«3^Ht*iiwit«ts*'J^^ 

(4) DNAT&3±t2 (3) E*®#U 

(5) BB»-^: 2«an*t»BJi*«T*-tB (3) ©«©^U?^W 
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(7) ±t2 (6) woitt^^^-*«w«fta*fc»waft*» 
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5 ±12 (9) &m<DVi#* 
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(1 2) ±f2 (1) BlOiaWKttJ* (2) E*©a»*^K*fc 

(13) ±12 (12) lB*©U#>F*£#t/C&SE£. 

(14) ±12 (1) !2*c©l*aftfcL<tt±f2 (2) WrtKH^HSfc 
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(16) ±12 (1) f2m©§mStt>L<tt±f2 (2) B«©*»'WF*fc 
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(i 7) ±e (i 5) um<o^v-~>^mtc\t±.B d6) 

(1 8) ±E (1 5) E«©X*U-->$ r #8s£fc«±E (1 6) I2«©7. 
?U-->^JB*y h£fflV>T#£n55. 'J#>Ffc±E (1) ia$©S6 

io 

(19) ±|E (3) EfcOtfU^l'^FtA^HJ^x^hft^frT 
TA-f Z? U ^ U 51 * l/*^ 

(2 0) ±BB (3) BftO^UJi^^^HtfiliWJEriMfflW**^®- 

15 (2 1) ±E (3) E«0#U>t^l^*^F*fctt*0-«*ffl^6i:t«# 
«t«±E (1) E*©§GK©mRNA©£*m 
(2 2) ±15 (9) E*©Rfc*ffl^*££*1«*£f5±E (1) E^©M 
&«©£*#*£, 

(2 3) ±E (2 1) £fc«±E (2 2) E«©SKft*fflV^dt*«#* 

20 trs±E (i) E«©«e*©«ii#warr*«A©iMK*tt» 

(24) ±E (2 1) E«©3ak*ft*fflVi*ii*<«»fr«. ±12 (1) 

V 

(2 5) ±E (2 2) E«©S«*ttftfflv>sc:t&««tr5. UBilfc* 

25 tts±E (i) i3t©ge«»^b$-&-5{b^^fctt j e©^©x^ , j-- 
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(2 6) ±IB (2 4) wmoX9V~->Wi&**»' c ** M ** ±|B ( 

(2 7) ±b (25) &m<o*?>)-->?mz%^xmn5z> mmm 

5 

sect*, 

(2 8) sew. ®mvmn: i-e*t>*n*7s/ttEW> e*i##: i 

«t>Snft75/ftEW*©l*fc«2flBU: (ff£b<». l~3 0<@g 
ft. J:Dff*U<ttl-9»B«. «6Cff*KttM <1~5» ) ©7 

io 5y*^*bfc7sy«EW. mmm: n?at>*n*7syftE50fc 

l*fctt2«U <ff*b<tt, 1-3 0»B*. *Dlff*Kttl~l°* 
gft, *6fcff*b<liM (l~5tt ) 075y««H«IIbfc7S/«E 

<Wu l~3 0»Bft. *Dff*l/<J41-10fla«. *6C»*b<J4» 
15 m (1-5®) ) <075/»«Hft©75/»"Cftlft*nfc75y«E^ *fc 

H®*n6*a*^to*fc7s/»EJi*«-r*»eKT?**-tK ci) 12 

(2 9) ±IB (1) E*©M*t>b<«*©** fcttJ:,S (2) E*®** 

h t> t < }t*<D%t* umfcGmt mmvz z t*mtt*±n 

20 (14) umv> U # > H ©SSfcm 

(3 0) iJ^F^^7>^r>-»- #>^>X *«/-fb\ 3 
^>*h*->, W$>> -tnhnx /7h^X ^- D ^ HY 
, *t!*>fF, AV^r»> ^->h'»« PACAP, "k^^ 

fPX ***hn>. 7FU^^'J>« VThX^X G 

25 HRH» CRF, ACTH, GRP. PTH, VIP 
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$U>, 7yz?*->. cgrp (*;w->h=>^->Ul/-^yH^^ 

7f;->X 7Hl/t'JX afcitffl-^tftl'^ (cbemokine) ( 
IL-8, GROa, GRO/3. GROr. NAP-2, ENA-7 
8, P F 4. IP10..GCP-2, MCP-1, HC14, MCP-3, I 
-3 0 9. MIPl-o, MIP-10, RANTESfc£) . X>Ft'J> 

7-4v>7^)*-7*4 H*fct4«7=>T*5±«S (2 9) |B«fc©U#>K© 
(3 1) (i) ±f2 (1) E«©gaKfcb<tt*©«*fctt±ffi (2) I3«c 

ib (i) E*©ge»feb<tt*©**fcfcthe (2) E«o«^^Ht> 

'fc5£££#*£'r*-fcE (15) f2®©7^'J-->^fe« 

02) (i) wtbfcu#>Ft±E (i) Ett©ges*>b <«*■©£* 

fcfc±E (2) WOf^^HtiKtt^Oit****^^ (ii 
) *«bfcU3tf>H*«fc«tt»ft^«*±E (1) fe*&©gfi«*>b<«*-© 
tt$fctt±E (2) E«©«»^?Ht>l/<tt^©*C»«S*3t»^»-* 
#5, WLfcU3tf>F®±E (1) E«©ga»fcb<»*0*£fctt-tE 
(2) E«0«^^H%>l/<tt*O*K*rt-*IS^«**l^ 

U2f>F*:-tE (1) (B«®aEaJl*fctt*0*tOtS^tt 

(3 3) (i) MLfcy#>Kfc±B (1) B*©gaR*£WT5«ISfc 
«5ttS-&fc*^i, (ii) a»bfc»J*>H*«ktftt»fl:^«S±E <1> & 



WO 00/49046 



9 



PCT/JPOO/00927 



(34) (i) WLfcU*>F*±B (1) B«0M«***T*MW> 

CD m<omBn^^t^mm<omm^\zmm^itm^\^n^ mm 

(3 5) (i) *«l,fcUtf>Fft±B (7) - 

(3 6) (i) ±e (i) w*MBX*ttn*Q***^*«&**± 
Ed) Et©iaimi-^ii^»^^^ ±tB (1) 

(37) ±ib (i) Ei«ia«fctt*«««*^*^ ,! (7 
M«fca»s*fc»&^ ±13 (i) B«©»e**fc»*©****<w 
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5 (3 8) ±ib (i) mm<Dwmz%m£rz><k£y>}i)^ 7>^f>v>. 

: sV ! s>, PACAP, ir^l^X Myh-X 
yi'JX GHRH, CRF, ACTPL GRP, PTH, 

10 VIP (Ayj^x^y -f>fXf^;P jH'J^y^H) . VTh**?- 
X ifiJX 7=LUX 7yzS*~>, CGRP (ftJUv-h- 

>v->U U-r-f y H^^H) , □^□h'Jxx /1>£ l/7X^X 

3-^**-r> (chemokine) (flIAfct IL-8, GROa, GRO/3, GR 
15 Or. NAP-2, ENA-78, PF4, IP10, GCP-2, MCP- 
1, HC14, MCP-3, 1-309. MIP-lo, MI P- 1/3, RA 
NTESftt') . X>Fir'JX X>xa^7.hU>, tX^SX ^-D 
xX>X TRH, /O^I/Tf^'^^'J^-f F$fcttA'7->tfe?i 

±13 (3 6) (3 7) ia«©x^'j-x>^m 

20 (3 9) ±f3 (3 1) ~ (3 8) fBic©^ U -X>^#&Ti#£n5 U 

#>K£±i3 (i) mm<Dmm%tz\z*<Dmt<Dm£&z%it2#z<t$® 

(4 0) ±13 (3 1) ~ (3 8) I3«c©X^'J-->^ST#e > n^§. U 

#>K£±i3 (i) mm<»w&n£tz\t*(D&tmti&zmk2iiz><t£y) 
(4i) ±i3 (i) mmvwmzt&tmmzt&tzztz&mttz 
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±12 (16) g«©Xi"J-->» , >^ 

(4 2) ±ib (i) MoBaiiftfFrrftitt^w^^^^^^** 

WittZ>±& (16) E*0*f 'J--^^*?^ 
(4 3) ±IB (7) Eic^K^^^^I*^-^^^^*^^^^^ 

(4 4) ±12 (4 1) ~ (4 3) iE«©Xi/'J^>»^^^^ 

ns*. y*r>Ft±E (i) woaaiisfctt*®*^®*^***** 

(45) ±12 (41) ~ (43) E«©^i"J-=>^*y h,6fflViT#6 
n5S> U*f>FfcJtE (i) tt«)«Wftttt««W«« a « i 

(4 6) ±12 o) e*©**^ ±e (i) wwawK^ (2 
) oaant>u<tt±iB (2) e«o«^^H*fctt*o*©««** 

(4 7) ±12 (9) E*©«**. »«W*±t«WMfc**^- t « 3 (1) ™ 
(D!iefft>L<te±f2 (2) E«0*^^H*fctt*©*t*«^WCE 

( 2 ) eimhhh^ h t^tt*©*®******* z. 1 s& 

fci£*©±!2 (1) E«OM«*>b<»3Lhta (2) B«0*»^H*fc 

(4 8) ltt«ta#±C3f»ftbfc±E (9) EfcOttfl^lHWfc** 1 
fc±E (9) E«ott#ttBI»**V>waH«WfcR***fc©*- ^« 

MJtfcKtt-hB (2) E«©»»^^H*fctt*0«©****^** 
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10 JI£*$9iGMfifl&&§! M:?*-gfi«h S L T £>it*£7n y h 

15 -rzm&tf&z) «, iTSt)$ns7ayms25>J (0i££tf0 

u-ti9-^mr$>^. 

K yyb. T^X, 19. ty>\ VfrlzE) <D$>t>®Z>M 

20 m m*.&. mm®, nmm®. ^ut«> mmam®. ti«. 

^asbi^ 7>?)w\>zm®s mm®. ±m®. nm®. wmm 

®. mm®, mm®, mmm®. &m® m. wujt-v* rm®. 

bm®. ±j-^y)v^y-m®. mmm®. vt*n* nm^. 

) , &m%. mmm®. &%m®. wm®. mm®, mm®. %mm®. 
25 fFttfcKiwi, £tz\$zne>n®<DMmm®. nn®bv<\*ji> 

m®fiE) ^mmm®. £tz\tznt><Dffl®f)m&tz&*>®z>®M> w 
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* «m «** ™* mm * ** m 

*. h*. US) . m t». ft* Ml. wt 

ft© 5, M. ft* »*■ * *«2t <*U *■» *■> ' * 

* IftjjgL MflU WR* **Mu »*• tt 

E?J« : 1 n* 7 5 7 BE* fc Hit Wfc P0-© 7 5 y SSE^J t V 

Ktt»7 0KH±, *Dff*L<tt»8 0XfiU:. *&fctf«Ktt»9 0 
XOJb, ftfeff*b<ti»9 5%K±0«»tt*«rr*7S/«BJ«ft^# l * 

*»woiS3W»: nr«t»an*7syftiWifc»«c«-©75/ft 
*«WkiHft©iStttUTtt, U*r>K»ft«fe ->wMMifi 

»fflftw*tf&n«. *«wicnftttt, znwmmwnmzmr 
ommm <«u »o. oi-ioo«, »^l<«^o. 5-2 o{g, «t 

D»*L<tt»0. 5-2ft) -C**J:fc#«P*U>#, £n&®fttt©8* 
* > /t £ ft ©ft^ftfc £ Oft WS^ ttHfc o WT «fc V * . 
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<ttl~10eg«, S6ldf*b<tt»ffl (1-5$) ) ©75/*#K* 
b&75/*E5«, <DE8l#*t: lT«to«n*75>'WBWCl*fctt2fl 
R± (*?£b<fct 1-3 (M@m ±DJfil<lii-iollgl 

lT*b$n575/&E^J*©li;fctt2<i£U: ($?£b<«> 1-3 
OflSft, i0lf$Kttl~10fi^ S&IC#3;b<ttR« (1~51H 

mfr&t>#tc7$mmi*$Gt2>w&%.te£*>%^?>ftz> 

: i T*b*n575 y *E9y&**« Mr7*-ges£«b©£Ts, 
*58W©nr^-ganti» c***«as*^#**>^ (-COOH) * 

fctt*;W#*'>I/-K-COO-) C****75K (-CONH 2 

15 ) JfcttlXfJl' (-COOR) HfoXhZKo 

.£CTXXx)l/tCfc#5R£bTtt, mX\Z. X^;k n-7ot: 

;k -f v^at:;ut>u<ttn-^;n6:£©c 1 _ 6 7)i'*;^ #1*-^ ^ D 

^>3\>k •>^P'\4 1 ^H&:2©Cs_ 8 ">^n7;i/4 t JP*» 01*. tf. 7xXJk 
o-^-75 1 ;^t*©C 6 _ 12 7U-;^ fllfctf. 7x*fMfO 
20 73L-)V-C l . 2 7)V*)VmV<Ua-1-73 L )l*?)VUa(Da-i-7?)\' 
-C 1 _ 2 7JW^H©C V _ 14 77)WWS©S*\ lOffllXf^tlT 

->l/-h) £WbW3*£» #;i/#*v;i/»#75 Hft*fcttxxr;WbS 

25 nw5fc©t>#^©i/t7*-MGKfc^£ft5. coi^roixfjvt 
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#=m<D7s.;m<DM&±<DW&& -oh, -sh, 73/^ < 

ftftfftt (Hydrophilic) tftt) T*6*»*ranfc»#**tK^ 

HT*5. (Hydrophobic) »ffift-»ICW<^H'bn*Cffl 



WO 00/49046 PCT/JP00/0O927 

16 



5 . 

&tz. ^^©W^^Htt* ±f37$/$I2?«J*©l£fc«:2{i£U: ( 
ft£L<\t. l-10fflm SSfcffSKttWH (l~5fl) ) ©757 

5i) ) ©75/»**#inU *©75y«S2W+©l*fctt-2«a 
± (#£U<Wu l~10figg, <tf)!fSL<im $6»»C«F*l/<ttl 

•~ s^igg) ©7s y»*J«s©75 j mrm^nx^xh ^\ 

15 Sfc. *58W©«^^HttC*«3Wiflt*^#*->;P« (-COOH) 

(-coo-) -c****, adiBLfc*56W©^>^^R 

©rt<, C»7$H (-CONH 2 ) SfcttlXf^ (-COOR) 
^Tfcik xX7;i/©R«tLTtt±IB^:^© s b©^^fflV^n^>o 

2Q N*«©^5 t *->«*©75/»*«««ST«*SnTV^t>©» 

©7syai©flsa±©tt«ia*«as^««i3£*effBi$nT^5t)©, 

♦awoa^^HttcsJftWi**^**^;^ (-cooh) 

25 *fctt*^#*->U-K-COO-) T?**^ IHBUfc*IM!©*>rt** 
©r<h<, C*«#75-H (-CONH 2 ) $fcttlXf;P (-COOR) X$> 
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>m, $k<t*mm. mm) tm. m»h*wi * 
Dtf*>m> vw>m> ssm, *x>gt u>=ra 

fli, 4- (2',4 , -v^h + ->7xz:;P-Fnioc7ayx^) 7i^y» 
£fe»tf*z:t««T#*. ^0±5<t«K*ffl^- a-73/«fc««IB* 
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Kfg&£&E#emU SW©*>/1*«i:fctt^©7SF#£E# 

5 -rs. 

SMSFSfcbTtt, DCC, HfC-WJ-fuyZfrHfrtfiHS** N-X^»- 
10 J:SiSttftC«5-tSft«lM»ftl«l HOBt. HOOBDttfeCftKTS 

tf. N, N-S?*^*Jkk7SF, N, N-^y^7-feh75H, 

20 ££©x-'rm 7-thxhU;k :7W*xhu;i'fc£©xHJMi, R 

T^5«HA»6affl^*n, a#»-2 or- 5 o , c©«8fflj&^jiits^ 
n*. isttft*nfc75yM»»Ba*i. 5~4«iMiTfflv>&n3. x> 
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m®<D7$;&o&mmtvxte, z, boc, $r-5^ru-i>** 

*~>#;kfc;k Cl-Z, Br-Z. 7^>^***>#^x;k hU7**P 

7^p-r;K *;k=;k 2-nhD7x-^x;P7x^;k 

-jk*7.7^ /^'Ok Fmoc&£#fflV>e>*l£. 

#;ktf*>-;u«te:, 0y;Ltf, 7;w+;wx7.x;Mb (MZ-tt. x ^ 
t>ix<nin«7;wwxxx;wfc) . 7y)i*)\'X-ZTMt 

4-^DD^>i;jH7fJK *>XtF'J*x*TJWt) > 7xt^X^ 

^o-»©7xy-;Mt*K»o««StUTtt. Bzl, Cl 2 -BzK 

2-nhP^>v;k Br-Z, ^-i/t'J-^«M^^ 5 « 

fcX^$?>©*5^V'-JI'©flWMS£l/Ttt, flA-tf. Tos. 4-*h*->- 
2,3.6-hU^^I/^>"t?>X^x;k DNP, Ky*?fr** 9 s**fr* Bum, Boc 
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, Trt, Fmoc&£jWB^e>tl5. 

. 2.4. 5-hU7PP7x/-;k 2,4-^hD7i;-;k l/7J^)W)V 
5 3-;k /I7^hn7i;-ik HONB, N-tFo*->X7->:= h\ N-kFd* 
^^JKSH, HOBt) ^©XXtMKI ft£#fflne>n5. HC&©75/£© 

(Kit) ^fetLTtt, Pd-H*3WiPd-£*fc 
£©tttt©#OTT©#*&»+T©SHiM7G-*\ $fc. * 

• mzm-2 ot;~4or©i&gTfT&fc>ft£fr\ gaascfcuTW:, fy^ttf, 

15 7xy-Jk 7x/-;k ftT-VHK tWWJ-fr. n99UV-)\r 

, s^^TJk^ b\ i.4-7*>>w-Jk i.2-x*>$^*-Ji'fc£© 

20 ±I2©1. 2-X*>>W-;k 1, 4-7? >s?^-;^^©#«ET©KfflaK: 
£SKft«&nK:, #*»fc*HJtfA8*. ^7> ; EX7ft£l;:«J:67;k*J 

25 
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«7*F «*B»©W*««^fc^ 1W*MM>N* 

«*^mmtt»il*WW-* H t C J: 0 Btt©^ H *« 

■ OH Bodanszky *5<fctf HA. Ondettl, *7*F (Peptide 
Synthesis). Interscience Publishers. New York (1966*0 
©Schroeder*J:tfLuebke, If ^Hffbe Peptide). Academic Press. New 

25 York (1965^) 
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<m&%w *«kw»R«¥. tkit^mmm u *>/^«©{tfm 205. 

(1977¥) 

fc*«W©U-fe^-SeR*3-H-r5*SiB9»J (DNASfcttRNA, 
JKttDNA) £^t"Sfe©T*n«V*J&>fc*t>©T*'3Tt>J:^. 

RNA$©RNAT*D. oTfc, -*«T»oTfeJ:H. 

15 ©*£», Z1*MDNA, r*iRNA*fcttDNA : RNAO/W 7*U.y H 

, 'jktoonmm^mw mrcRtzomi 15(7), i997e«©#&*fctt* 
20 nn^cfc^feicto, *%Bj©i/-fey^-^a®©mRNA^*-r^^t 

' *56W©Hr^-56R*3-HTSDNAtbTtt, ^VADNA, 
^ADNA^^'J- tlBLfc«IB-ffltt4*©cDNA> ituffiLfcM 
•fiH^CDcDNAM^U- £j£DNA©VvfnTfc«k^. ^KT? 

7-: ^5 Kft£^fm?*^Tt)J:^ MfaLfdfflB&-ffiJ$U9totalR 



WO 00/49046 „ PCT/JPOO/00927 

L 6 



NA*fcttmRNAI»fti«l/fcfeOfe»V»T«Ewerse Transcriptase 
Polymerase Chain Reaction (ftT, RT-PCRft****-*) fc«fc?TJMi 

AftttCtt. *«WOH:^-SeR€3-r ? -r*DNAi:bTtt, 09* 

10 EM* : 2T^^n^«E^Jt/W/ , J^X«^DNA<htTtt 
8 0XJSU. J:0»*U<tt»9 0«tt±. *t»#*b<»4«9 5%£U©« 

^#$wr5^s^J^WTSDNA^H^ffl^e.ns. 

15 (Molecular Cloning) 2nd (J. Sambrooket 

ah. Cold Spring Harbor Lab. Press. 1989) C|«OWft2t*^ 

OmM, ff*Ktt»19-2 0mMT?, M*tfi5 0-7 0t, #£b<i* 
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Basrr*^t©T*57>^>x • #'j*£M-^f («») *o-> 

a, GgeK^si/-fey^-seMjiCT©RNAtA>ry | j^x 

ttGge«*asn:^-fie*HiiRNAt©ttsfpffls^bTGse* 
«afflHr^-«eK3tw©»a*«» • MPtsut^t*. G^e 

a*ftSl/-fey^-SBRI!iiiRNA©aiR$4 v lfcE59Cffi4llWft:# , J^^^ 

•^h; RtfG»eji*sain:^-ae*n*RNAti**wic/wyu 

20 R) tOWT? Tfti&TSJ ttt, SiH^F ©EflXtt*©«*# 

Gge»^su-fe^-^aKa^©5' *g^7H>ji/-7\ 5' se- 
ei3-hm 0RF»wMA3F>\ 3" mmmmm* 3' s$/iu>f 
GaaR*afii/-fe^-aeR3te?rt©»W3«i:**«t)***tbTa 



PCT/JPOO/00927 

WO 00/49046 oc aiHrw»w« 

L b 



10 



15 



20 



25 



mmt. **m*a*tt < * *-mzmw*# u * * ^ h ton 

fttt. «*« t M 9< XT* - fc*«T#*# 'J * * V** H £ ©H*» 

UT- (fib. R#U"7-ttDNA^RNA*lCj|,flJ4n*J:5Wtt»©^7 

tf&n*. **l6tt» 2*8IDNA, 1*8IDNA, 2*$ftRNA, 1*&R 
NA, S&CDNA:RNAA-r7UyKT**i:fc#«. *&fc#«M« 

man**©, f|jLM«»*-e«6nfc«lo*«fe®« ^^^^^ 
t>©, ^wtsnfcfc©, im±©*«©**^*^**** n? ** L ' 

;WU****-K ^^h'JxxrJk *x*;u75x-K *;w\**- 

7— If, tf -OUtf*- ^ J/^tM^I'- 

^ij-L-'J>?>fc£) t/tfy* 5 fc£©H«* 

>&£> £l^>t>©, *u-Ub£* ttWiSttftfc^**- 

&«©&JiSfc£) ft«rr«*o- 7^wt»***Tst><^ 
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#ifo ^>ms££Wt-5©*T&<. mmtstitt<Dm®u%^M&&* 

*^^(D7>^-fe>X • #U5t^l/^H («») tt» RNA> DNA, & 

10 zwmmzttftim. (rna, dna) g»snfc«»©JHW!i£ 

75 K^*Un*7£l'*>'r I 75 F©^dStttt©fe©#*tf * 

ftUR£3n*t>©-ettfcv>. #fg$©7>3Hr>7&&«#©<k?&;£^ 

15 t>©fcfS* 7>5 1 -fe>X«K©»lfiSiSttft±0»»S> SH<fcT5-t>7 

^5tTfit$ttS^H ; T^<^^m:*D. J. Kawakami et al. . 

PharmTech Japan. Vol. 8. pp.247. 1992; Vol. 8. pp.395. 1992; S. T. Crooke 
20 et al. ed. , Antisense Research and Applications. CRC Press. 1993 UE\Z 
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U^dd*^-K ««*tf6n*- H5Ufc*Ott* tw 

S/Htt«^tTf«***^t«Mf*5*. *©«©** LTtt, &8£©3 
-if, RN a s ett^©3iirl'7-«K:J:*»»*BJt« fc »®*®** lf 

15 -&m\zMmxzz. 

#m*>m«J? f * a- h-t « d n a * vx m 

IAMcDNA. |«ELfctt|.«l**OcDNA5-f^U-. «D 

. WELfc«»-«*0mRNAB»*««bfcfe©*«^**^ erse 
Transcriptase Polymerase Chain Reaction (ftT. RT-PCR*MHW* 

(1) E*J## : 2T«*)*n6«»EW€rr*DNA©»»«»K5«** 
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-T5DNA, £&tt (2) m&mn: 2T^t>$tl^mSE^Jt/WXhU> 

5 fc*r*-*DNAfc&WB^&*l*. 

£^ : 2T&fc2n*tt£EH£A'r r/U^XTSSDNAfcl/Ctt 
. «j;t«. K*1J##: 2Tgfc£nS«E^J£&7 0%£U:> $f£L<«® 
8 0%Fi±, «kDffi:L<ti»90fcEU:, *t>ff*l/<tt»9 6X£U:0« 
Rttft^*<iaW5llft^rr*DNA3!j:'i:*«ffl^6tlS. 

^-seRtisiar*»^*5) ^±czi-H-r^>DNA©^D-->^ 
a^<7-s)b^tpcrsi:j;^t«sw sfcttaa&^^^-t 

D N A W© H: 7* -if S«©-« 5 ^ J4^H«* 3 - H 
15 -rSDNA^ffr ! fct<tt^DNA<£ffl^T^Lfc i b©<i:©/W^ , jy'l'-fe' 

ffl&ft, tl/ta5- • 9u—~># (Molecular Cloning) 2nd (J. Sambrook 
et al.. Cold Spring Harbor Lab. Press, 1989) £&*©#}£& ££ftoTfr 

DNA©tt£fifll©£8ltt, Mutan™-G 0* 

) ) , Mutan™-K (^Sii (440 ) fc££fflV>T, Gupped duplexfe^KunkelS 
& £ © g #&*P ©#i£ * 5 H fctttl 6 fc *P U -a 3 £ **"C t 

So 

25 ^p->ftSnfcM:^-*eH*3-H-r6DNAttB»tJ:D-t©* 
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TAG**bWTfe*V>. cn6©WB*3H>«W«*Jt3F>tt« * 
Sfc^rtDNAT^/^-fc/B^tf^*^^**' 

^-aaKft3-H"r*DNA*6iWtr*DNAKH"ft«IDa^ (D 
) KDNA«rfr*aStt58S^^^-+©^ D *-^""® T * l::il,S " r5J::t 

***-fcl/Oi, *M**©;/5X5H <*. PBR3 2 2, pBR3 
10 2 5, pUC 1 2 , pUCl 3) , ttfiW^XSH <«* pUBll 
0, pTP5, pC194), M**^5b- (^J> PSH19, pSH 
15) , A77-yft^»^T'Jt77-y. |/M3«M;i*. 7*->^7 
•M;U*, /1*aD9'f^20W^^* 2 ® 4!! ' PA1-1K P 
XT 1 * pRc/CMV, pRc/RSV, p cDNA I /N e ofctfWBV* 

15 5>tl2>« 
20 £tl&<> 

c ^p t _^_, r ecA7ot-^ AP^nM-, lpp^n*- 
fi±UJ;tfH«if*5i^tt. SPOl^-^, SP 
25 0 2^^-, penP^D^-ft^ «£#WrC***W* P 

PGK^Ot-^- GAP^Dt-^-. ADH^P 
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P 1 oyo^-^-fc^W^U*. 

VW, #UA#HD'>^;k 8$?-?-#-. SV4 0«»*U5?> (OT 
5 » SV40or i tKISrr5«^*5) l5:fmi/W5fc©*ffl^5I 

d h f r itfc^ t/VhMr-fe-h (MTX) Btt) 

~»Wtt3t£rtP (ETF, Ne o'rtlW^W. G4 1 8SS14) 
10 tfStlS. ftl- CHO (dhf r") IBUSSffl^Tdh f rJt^PSS^- 

aK©N«*«8Kl#lD-r«. 1&£tfX->xUfc7R«rr***£tt. PhoA • ~> 
15 Wl'EaK OmpA • 5/4WUB8lfc£#. 1f£j&VWl*R*T**«£». 

»#T?***SWU MF a • SUC 2 • ~>^-^6E?iJft<h\ "« 

®HtLTlZ. fclittf. i->i'Jk7Ii. ;Wl^R«> SAfflB& 

x->x<Jfc7jglg©JM£0J£LTW:> lyi'JkTO'J (Escherichia col i 
25 ) K12-DH1 V7nz/-i»ifX •t'>atJI''7*f5-' 
^•1ti'X>WX-^y-1J t -X-XXX- (Proc. Natl. Acad. Sci. U 
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SA) , 60£, 1 6 0(1 9 6 8)], J M 1 0 3 Vv9 • 7 9 sv% 

. jj^-^, (Nucleic Acids Research) . 9#, 3 0 9 (1 9 8 1)), J A 
2 2 1 (3?*-^ •*7- : EW*a9- (Journal of Molecular 
Biology) ) , 12 0*. 5 1 7 (1 9 7 8)) . HB 1 0 1 C?*-** ' ^ 
5 .^|/*a9--7t-f*n5?-. 4 11, 4 5 9 (1 9 6 9)) , C6 0 0 
x*f^^ (Genetics) , 3 9«. 44 0(1 9 5 4)) fcaWflV»&n* 

o 

;WP*JRM£Um, /W^-X^UX (Bacillus subtilis 

) MI 114 Cv~>, 2 4#, 2 5 5 (1 9 8 3)) , 2 0 7 -2 1 C**~ 
10 AW ^5 XhU- (Journal of Biochemistry) , 9 5#, 87 

(1 9 8 4)) &&wav»&n*. 

iftLTH «*tf, *9*Q^« -fcl/lfS/X (Saccharomyces 
cerevisiae) AH22, AH 2 2 R~, NA87-1 1 A, DKD-5D, 20 
B-12. y^7*0^-feX (Schizosaccharomyces pombe) NC 

15 YC1913, NCYC203 6, W A*X h U X (Pichia pastoris) ft 

A3MIMSUI (Spodoptera frugiperda cell ; S fit) . Trichoplusia m<D 
«**OMGl»ft.TrichoplnsiaBi©IP4*OHighFive™ M.Mamestra 
20 brassicae**0Mfi*fcttEstigieiia acrea**©»lfcfc£:WB^S**« 9 
O^BmNPVOm B*3M*ft«fi <Boibyx mori N; BmN*» 

.KZifimmn*. ms fiBttttt, «*tf, s f mm (atcc crlitii 

), Sf21IB <6*±. Vaughn. I.L. f > • #-f # < In vivo) > 13 ' 
213-217. (1977)) fc£jWflH6tt*. 

- (Nature) , 3 1 5#, 5 9 2 (1 9 8 5)) . 
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iMMWfiti/m. u-;wbjbcos-7. vero, ^wx-xaa 

X*-8BI&CHO (ETF, CHOMmtttm) , d h f r lfif^fff = 
-XAAX^Hil&CHO (OT, CHO (dhf r") MB^KG) . 
Lffi, V«7XAtT-20, ?!)X5ia-?tt, ^yhGH3, khF 

If • i-'sai-fr' 7#x5- • 3*7 • 1HX>5M , X ■ "t"/ • if • a-xxx 
- (Proc. Natl. Acad. Sci. USA) , 6 9#, 2 1 1 0(1 9 7 2) J S>> 5 -> 
(Gene) , 1 7i, 1 0 7 (1 9 8 2 )^t*^lfim»^ft(I^oTfr^^ -<t^* 
10 /W^*-i&»R«ft"r*lCtt, «AH -e^i^- -7>H 

• yi^7Jl^ • i/x^-r^f y£"X (Molecular & General Genetics) , 16 8 
m, 1 1 1 (1 9 7 9)JS:£lcB«©*tl-fc«oTffft-5Cfc*fTf#*. 
"W»-fe»K«fc*r*ICH:,#WLtf» * y yX«< >-x>1f-f "Ed ^-(Methods 
' inEnzymology) , 1 9 4#, 1 8 2- 1 8 7 ( 1 9 9 1 ) , 7u s s-z»#X 
15 • *7 -if-i-i/Bl-fr' 7*ri- • ^•1f'fX>HX' -If 
-XXX- (Proc. Natl. Acad. Sci. USA) , 7 5i, 1 9 2 9 (1 9 7 8 

Bio/Technology) .6, 47-55(1988)) ?5:t*tl3«©^«oTffft:-5 
20 #5. 

mmmzMW&m'ZKte. m jHjBi*9jfflr8«r«Bjai^»^a 

hn-)k 263-267(199 5) (*«tfc56ff) . #>f DDv- (Virology 
), 52#, 4 5 6(1 9 7 3)Cfe«©^«oTffJ5:5C^T#§. 
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0£Wfc«fr**iU SBI* M**®*^****'* 6 * 1 *- **** 
l/Ctt, «*tf, f«b'J>, i5«rtH». S'aBfc* « 

Hfcl/Ctt, flfttf. 7>t=Wtt WWW* a-***-?' U*- 

, ^hx *^>, *ix*x, *m nws'aanaft^** 

S/l«rtlM9«l [55- (Miller) , S^-^ ■ ' X*X^'J * 
>y-f>.^*a5-?xW^^ (Iournal of Ex P eriments in 
Molecular Genetics) , 4 3 1-4 3 3, Cold Spring Harbor Laboratory, New 

York 1 9 7 23 #fr*U>. ^e«fc*D7P*-*-»** <4fc ^ 

«i#nmWO^ m\m%®3 0-4 0trC»6~2 4PMMr 

(Burkholder) CBostian, K. L. <b> r7D$/-5»^X 

. -XXX- (Proc. Natl. Acad. Sci. USA) , 7 7#. 4 5 0 5(1 9 8 0) 
] ^0. 5K*1f5/»fc#rr*SD«H6 CBitter, G. A. e» r^p->-3? 

• +*s3i-* ' 7*7$- X> WX • *7 • 

•tf.a-XXX- (Proc. Natl. Acad. Sci. USA) , 8 1#. 5 3 3 0 (1 

9 8 4) ) MM**.*. ««©pHi*«5-8cinrrft«)W*u». * 



WO 00/49046 PCT/JP00/00927 

54 



£ttfiftft2 or- 3 5trr&2 4~7 zmffirfc^ MI^UXI^^ 

Grace's Insect Medium (Grace. T.CC. *<xir- (Nature) ,195.788(1962) 
. *H6©pHtt»6. 2-6. 4fcHSE«©* t JiFSU>. 2 7 

3-5 BMff&K &%\z&tTmM&im&toz.z. 

5-2 0%©l£JJeWt££trMEMigi& f+KX^T. (Science) , 1 2 2# 
10 , 5 0 1 (1 9 5 2)) . DMEM«* C^nns;- (Yirology) . 8#, 3 
9 6 (1 9 5 9)3 . RPMI 1 640gJfc ' ' ^ ' 7* 'J * 

>• ^x-f*^ • 7V'>X->3> (The Journal of the American Medical 
Association) 199 #. 519(1967)), 1 9 9|ifi 

• -7^— -If -AW^o^^'/x-f X> (Proceeding 

15 of the Society for the Biological Medicine) , 7 3#, 1 (1 9 5 0)) & 
Ml^tlS. pHtt»6~8T?*5©JWi?i:U>. S*ttM»3 0t~ 
4 OtTCttl 5-6 OlfflWr&Vi, &g££CTfi^>if#£}jn*.5. 
K±© J; 5 LT, ^Rte£#©MMfc*5S«© GSBS^S Hz 7 * 

|B©*feH<fcOTT&^Jli^T#S. 
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(a) ^/*o*-Jl/ffifcg£ffll&©fffi 

15 7yh«L<ffll^n5. 

tg&^SitS delicto, t/^D-tM^A'fyu 
20 dt3»«Tf#5. ftA»*©ft#tt©a£tt. «Atf» ftBOMMfcHs^- 
gS«£ftMt£££££-frfc©^ fitofc»£Lfc*R»©fiHt*«61"* 

5;i/7s*-f >©#£ PM^*- (Nature)* 2 5 6#» 4 9 5H (1 9 7 54? 

25 >^U^-;U (PEG) *-t>?4V<<)\>7>l££ifi&\?f*>tlZ>&. #£U<« 
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MHUfclTtt. NS_1 > P3UK SP2/0fcW*tf 

fi) ftt«««B«i:©ff*l/V>tt*ttl : 1~2 0 : lgflHN&O* PE 
G (MFSb<tt. PEG1000-PEG6000) #1 0~80%@S©ii 

rewbosn, »2o~4ox:, ff*b<tt»3o~3 7Tre»i~io»w 

SSftiU *fc*J«««*«t£Tf«l/ftl(tft«i'o^ , ^# (MB 

*l5o 

ffl^Tfc^. 1~2 0%, ffSlXttlO~2 0X©*IMe*« 

^RPMI 1 6401&*. l~10%©«»?f^tJGlTM 
»figgX$ m ) *fctt/Vf?U K-^^ffltt^^ (SFM-l 0 1. 

mmm w) ) ft££fflv>£-£*nr#s. a^2o-4o*c 
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(b) ^y^a^-;^^©^ 

ttJMS. MJMMfc (H. DEAE) fcJ:*«R*a tttt 

10 C# U V o— ^HftftOfftM 

15 6RldfctT*ft#S£*l£#lftl^ R*©»»»fi*fTfe'5^tK:«I:0«Jfi 

20 , t*©«Ji'b©&£©tt&Jt*T?»*S*T'bJ;v^ *3/Ai»7* 
MttTA^x>lfc»U »0. 1~2 0> ff£L<tt£)l~5©i<J£T#y 
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5 v> 8 aw, a««2-6a«ciHr^. iraa-i ommmt&zt* 
i5 i) *»w©G»an«iHins^-aeewc«i"« , J*>p 

) ©ftjt, (2) *58W©G2e«*!ftl!Hr^-SS«©*ffi^fcH» 

««©w*±o^*fcttiwwfc (3>»e*iMKa. (4>*fsw© 
u-->?m (5) *»w©i/-t^-M**fctt*®«^^ H ® 

20 ^*ftJ^**6ft^**^t-*#««© : PW*«k^/* fctt,& * il ' 

(6) *56w©Gae««ftan:^-5SRK:*fr*u^>H©^*^ 
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s*sfls^«s^rrsfta«*© : Pi6*«fctf/*fctt«&«»^ (12) *^ 

<fcS+fD, (13) *%BJOGgeK^Sm^-MeK : &=i-b't'^D 
15 8©Mz;/*-SB«£I&eT3»£#*3> . *f8W©Hr^-Sa»* 

^«kr«:58w©n:^-ae»ic»r*a# (ot, 
(i) *5sw©Gge«*«ii^-fe^-2e«K:»-r5U^>H (7=f=* 

20 h) ©ftjg 
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x -a-p^^KY, pftf^H, yux /\'77>^>X 

X PACAP, "k^X ***** *;Uvb~X 7FW*-Xa'J 
X V7hX^X GHRH, CRF> ACTH, GRP. PTH, VIP 

) , WhX^X K-/15X WJX 75 UX ^^>. CG 
RP (A^h-^-^JU-f^yH^^) . o^nHJXX /t> 
'9V77s**y. 7uX*!fy>V>> ho 7x/->X 

afc.ktffl-*-**'^ (chemokine) (fllfctf. IL-8. GROa 
, GROJ3, GROr. NAP-2, ENA-78. PF4, IP10, GC 
P-2, MCP-1, HC14. MCP-3, 1-30 9, MIP-U, M 
IP-13, RANTES&f) . X>Ft'JX I>f0^b'JX k* 
nx ~a-aifX>X TRHx n>9V7*AV**W*< h ** fc 

, K e7X k^X »fc£> ©««»ffl* ttW«±«W» 
. 77*F>*«. 7"feWJ>M. iffl«Ca 2+ JS!l6, MBrtcAM 
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fctt»««i8tt) **rr*ft^«i («*tf. ^^h\ salt *^^h 
tt<b£«K sates*. 5B#4»a:^) ^fctt-twtt^ftjrrs^te^** 

o 

KM»ic»-rsis^«*Mirr*j:fc&«f*i:T**58w©u-fc^-ae 
\t*<DmzM?z&&m&mfeLTzz\tz&®t?z*%m®i''t'7*-& 

25 7tf^'J>» «irtCa 2 m McAMPM, Sfl»c 
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tic. c-fososttft. pHoftTfe«*«i , r*«tt*feW ,wrr ** 

*K>WW. 7W*3U>» iWCa 2+ II> »cAMP« 
. «cGMP^, -f/5,h-il,U>«afc MHMtt» 

©TrttfcW. »fifflW^*DNAftJBVvt*J;lr>. 

^-muta- HT*DNAKfrft*±»*«ftt»^^» *n&ft»* 

\zmtm£ft J fcmV'()\>Z (nuclear polyhedrosis virus; NPV) 0*U 
^FUJ^D*-*- SV4 0**070*-*-. l/hD£M>X07o 
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. *-f MtfD'MJi'X^tuE-*-. sRa:/n*-*-fc20T*iafi* 

Tfr3;i£#T$5. Xtt CNambi, P. 6. • S?*-^!' • • 

5 /t<*DS?*^'^5XhU- (J. Biol. Chem.) . 267#. 19555~19559H. 1992 
50 £IB«©:£JfcfcftoTfr3i:£#T#a. 

Kfe L < tt"t©«0^:/?- H S&tt-t©*^ %>©£ LTtt, ^ng# 

^4jo^f^-3TitMtfci/-fey^-iieK : bt<«^©^^^HSfc 

10 H*©*T*oTteJ:v»U KMr7*-»a«««llfiSfcf«-©tt 

15 *5gw©nz^-se»* < &^r"r«ffli&t^Ttt, *j6w©M::/*-3i 

BJR* t *<***l*B»©i:t*^5. «©$##&£ Potter- 

UhP> (KinematicaltS) jBWSCJ:**^ 7l^>^l/X 

& ST JnE 6flB«« W X;p* e> ttiJ * - 1 1 «fc 5 * 

&*fcJ:S#Hac#£fcLTffl^&ns. (5 0 0 

25 r pm~3 0 0 0 r pm) TfflSIW »1#~1 0#) it&U 

^ei'iftji (1 5 0 0 0 r pm~3 0 0 0 0 r pm) T®#3 0#~2P#(S3)3 
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4>u mnz>tm*wm%t?%. wwatctt. fim,itv*J9-* 

tt, l«l^lO 3 -lOWW0tK. 10 5 ~10 7 #^T 



15 



20 



25 



WbfctttwisfrtiifcbTtt, c»hk t 125 n, c l4 o> c 35 s]& 

X tDh-X ^7h^>> -z-D^fHY, *fcM"f F 

. 7UX /v;yi/<r». **->r--xx PACAP. ■fe*i^>, W# 
=f>, *^>hz>. 7HW/'?a'JX VThX^fX GHRH> CR 
F, ACTH, GRP. PTH, VIP (JVJ79 1 r4 ~? ^tXt^JI' 
7>F ij'ffyh' tf'J^T^F) . V?h7^X M5>. 
x 7='JX 7^*-X CGRP (*jk>b->y-> , J^-yH 
^fF) , D-fnHJXX /t^l^X^X -/dT^^XXX F 
□ X* *1tX 7f7 XX 7 F X a£<fctf 0 > (chemokine 

) (Ma.**, IL-8, GROff, GRO0, GROr> NAP-2, ENA 
-78, PF4, I PICK GCP-2, MCP-L HC14, MCP-3 
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, 1-309, MIP-la, MIP-1/3, RANTESfc£) , X>h*-fe 
U>, l>fOi/Xh'JX k7*£>, ra-Df»X TRH, A*>7 

5 J&!rtfefcff&5lctt, sr**W©H:^-fie»S^W"r5»«fctt« 

m&&mm?Zo Ay77-lCtt, pH4~10 («L<tepH6~8) © 
U 7 7-, h'JX -JfcK/t v 7 7-ft£® U #> H £ V-fe7*^-SS 

10 IS££te*$it3i«nr, CHAPS, Tween-8 0™ «£I-7K57 
ft) , ^h->, ft+v'n 1/- hft t'O^fg ->M7i^5 > 

**7^>&£©£«£aK£Ay 7 7-fciO;L5 7 
Px7-€t«t*Hr^-^ , J3tf>H©»«*»^5BWTPMSF, D-f 

^7^>, e-6 4 wrwmmm > ^777^>ft£©7ax7-- t? 

15 BSJWSSllPl-SIlt^TfrS. 0.0 1ml-10ml©*l't^-««fc 
> -^i(5 0 0 0 cpra~5 0 0 0 0 0cpm) © ( 3 H) , C 125 I), ( 

n s b) ^mtzmzxmio^^<DU.m\:^m^mxtcK^o.--^hm 

MtZo Eftttfc 0X^550^ SSKftttHT:)^ 3 7*C-e, $2 0# 
20 A>£ 2 416181, Si:L<tt»3 0#*>6 3l$MfTfc3. #573i*£ai 

So (B) frP>#®mm£*. (NSB) *3ltr>fc#9>h (B-N 

SB) #0 c pm*«AStt»{fc^«**5BW©l^-t^-S6**^ tt *® 
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(W*tf, 75+H>«aWI. 7-fe^3U>»3i. WrtCa 2+ » »fi 
gft. MlfirtgeRO'J^BMk c - f o s (DSttlfc. pH©«Tfe£fcflBi 

***bT7yfe-f*fT&-3Tt)J:^. cAMPi4»^« 
Hanks' Balanced Salt Solution WJuftM) I- 0.0 5%®^>M7 
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*589i©H:^~§Ee»*»S*"B'fcCHO«lfi&, 1 2K7U-b\zS 
XlOW^TlftL. 3 713, 5%C0 2 . 9 5%airT'2B^ilfc 
*>©. 

5 MKtttlft^tt 

TfflR© C 3 H) , t 126 I), C 14 C] , ( 35 S) teEH&mVTcfcG®* * 

10 *JPA75F, DMSO, ^^/-;WPIC*»T5. 

SMMfr&tttEi;*)©* 1 0 0-1 0 0 0fg»^«&K:ia§3t"£. 
2. 8IJ£& 

15 oaiss^. mizmmmm 1 m 1 t 2 490/ii 

dW*l>Uftfc£tt£ 5 (i lira*., MfcT 1 ISWR£S«. 

<3>Kfttt£ft£U lml©«»fl!WW!nf30*#-rs. MfilclS^Lfc* 
20 RKift^0.2N NaOH-lXSDSt»*U 4ml©«*^ 
U-*-A (&%»6$S) tg^-rs. 

©mfcisy^U-: ys>t)V>9- £flH>Tttlti£tt£a« 
#§893© l/-t/^Hie**fctt*©*fc*^* - fctfT** U #> F t 
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-feoh^X *9b->* ia-B'WFY, 
<b\ ^'JX A77l^">X **^h^ PACAP, * 
*;W>h~X 7HW^a'J>. VThX^^X GHRH, 
CRF, ACTH, GRP. P TH, VIP -OtXtJ 

. tfiJX 75'JX 7*5**=>. CGRP Wl/^h-^-^'J^- 

(chenokine) IL-8, GRO a> CROC < GROr. NAP- 

10 2, ENA-78, PF4, IP10, GCP-2, MCP-1. HC14, 
MCP-3, 1 -3 0 9. MIP-la, MIP-13. RANTESftt*) 
, I>FtU>, I>fa^hUX t7^5>. ^- D?>J/> ' TR 

(2) *J8WOG*e«^^VHs^-Wll©WW^ItlWt*«*® 

15 

±12 (1) ©MIC*V>T, ffl^tyM6S^'j^F^ 

25 tt«*Wffl*«^"9T, (D) *t**fc«MSlC*»* 
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j&&fc£*rrs n ttm\z&ix. n:7*-gast©* 

5 35^0 

#3891® Mr7*-£eftrau GmS&&g! Hr^HtSJlT?** S L C 
-l§«fc«V7hX^f>§W'f^3^cl^'f^5 (SS5R£ 
fcteS S 3 R) KTS/BIIB^JW^l'T® 6 0 X©fflHtt**B»^tl5. 

10 NAU «t»««Jfi(«A.tf7;pyA-fT-#i-**-R*l»iF (IgAfi) • 

*^E>*©« ftHi, Ktt(ttdL« JMBftfttttfe 

Al*ft!l*& JL«-5o»te» . lff/B/flfi/rt»» 

15 tf/SfcttteffcfcfffflTfcS. 

#?gBJ©l/1i7*-gB»£±f2^j • ft*3!iUT«ffl-f 5*fctt> ft* 

A £BSE-f 6±BfKi-i&*attTttJI!t5i^tt, *5SW 
20 ©DNA*ASfe»5WiUhD'XJ^^^-, 79 J V<1 )V7>1!7 

Al/fci, ff^ftlCftoTfi^-rs^fc*^**. *56W©DNAtt, ^© 

*x-x^©«fc3&*x-7 L ;ncj;oTa#T#*. 

25 flAtf. ®**W©^^-MR*fca®Kl^'fe^--«aR*= 1 -H 
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«i, *zrwvm*E\zum%z\tifixz%mmtLx\t> 

-h80™, HCO-50) 1t£tm\sX*>&>. mmtvxit* MXti 
Sfc. ±B*B • «W0W«. 3^ u * 



* 
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gsthu«)AW , m<m mm. mt*>*?)iz\-vi>. m.7u 
±ntzEt®£VTh^\ mmzntzmmm®. m^ry/Mz^m 

5 

%MM WX\Z. yyh, VUr** kys?. 79. 7*X -f*» 

io mtz&z&vmmt&zw, «p«:#©«^. hrwc«a«. jg«M < 

6 OkgibT) Kfc^Tte. -Bfc^*»0. lmg~l 0 Omg, ft£b< 
ttttl. 0~5 0mg, J:0ff£Kttttl. 0~2 0mg^5, ^iPM 
IdSWS^tt, ^© 1 M^Hi§> 
££«fcoTfc£fc5#, &«tffl©#T?tt»#0!l;Ltf» Jg&€E# (6 

15 OkgtbT) fcfc^Ttt, -Bfc^#*90. 0 1~3 0mgg«. Ji?£b< 
ti»0. l~2 0mgeg, «fc0#£b<ttJ6O. l~10mgg^W 
Wfc«k0a4-r<5©*«»»^*t?*5. te©ft4&©*£"b» 6 0kglfc0i:t 

*56M©DNA©ift«tt, S^fti'Cck 
20 9Sefttt*5*«. &□&-§-©*§£> HRWfcflfctf. (6 0kg£ 

UT) fcfcwrtt, -BfcoSttO. lmg-lOOmg, fiF£L<tt»l. 0 
-5 Omg, <fcDfiFSb<tt»l. 0-2 Om'gfW. .*ftPWCa4T5 

*>g&5#> flAtf* ftjtS!©»T?ttaa«A«» (60kg£L 
25 T) -Bfc"3ff»0. 0 1~3 0mgigg, ffSU<«»0. 1 

~2 0mgigg. <fc0#£L<TOO. 1-1 OmgS«S#JRtt»»-«kO«: 
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ft (MX.* r;K H?* * 3 ' ^ a 

ASfcttmRNAOW QtfiW*) fc«M?**©^ *** 

, KDNASfcttmRNA©ai. ««Jl**V»IM«*T^ &DNA£ 

*»«©DNAfcJ8V>*±lB©3Ifc*IMfrtt, HH*&8©/-tf> 

M?V94*- 1 * ^>^PCR-SSCPS (Genomics) , 

ff|5#, 8 7 4-8 7 9H (1 9 8 9*) , -fB's-VyirX • ' # ' + 
i/ 3 ^W7*xS--^-^X>WX-^-^---XXX-(Procee(lings 

of the National Academy of Sciences of the United States of America) , 
2 7 6 6-2 7 7 OH (1 9 8 9*) ) fc^D****"* 1 

*fcfc*©;**U-:i>^#tfe 

, ®^^»bfeMfeb<(«. Sfctt (ii) MtWWWHc*** 
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#M \Z \WTF 0 <fc "5 K b Tfrfc 3 . 

(i) itft&zwm&ttwtvmM® mm*> ?vY. * 

(ii) *mmut7*-wmbL<\z*0m*73 L vz%&'?z>&%& 
15 tft#*i9Jfio^K«v^«L, mn&&mz<s&nz*%w<D\'*7*- 

20 (i) W^I^xJl^b h«ILtt«fc*tbT, SSfflifcSHttttSW 

XH/7&t^4^5-^l1i (3 0«tflfc^b2 4WPWil. #£b<«3 
0 L 1 2 ftHflt <k m*. b < ft 1 ISIfflt&fcVi L 6 ftfflgft) t> b < 

-3©»M* (3O#ftfcV>b30ft» ff£b<fcnftl8H£fcV>b2B&, <k0 
ff£b<ttll$m&&V>b2 4BISIft) . *fcH««!**^tt*attXh^ 

25 £BI*K:t»fc£«S4U «4ft-WW«lft (3 0»«ftV»b 3 B& 
. ff*b<ttmfflfKl*»b2B*. J:0ff*b<ttl«F«ftfeV^2 4«fM 



WO 00/49046 



55 



PCT/JPOO/00927 



(i i) mnm^m^zm^mt^zmit^mmwm^^ 

rtCa 2+ II, McAMPtl ttrtcGMP«, -f/->h-^U> 

«ft*fttuTfct *7*f. *mc&* 

, ftW**. ftftffiJfi. Mttffiflft. Alttfi 
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&zm'p2#ziz&0%£xffi$&ummtLxGmx&z. 

5 [0 0 6 7] 

^mox^^-^y^m^m^xn^n^it^t.rc^fDm^mmts. 

10 ZZttfXZZo 

z0&?\zvxnzn%mMii:£x&m&x%z><DX\ mx\t, 

%Wi® mX\$s yyh. tflttr. 79* V's* 

15 flI«iIM5)i«, *£Pj£40l§£, H&WKtfiRtf, J&fe«# (6 0 
kgtbT) {C^TfcL -BlC^t&O. 1-1 0 Omg, $F£L<&&J1. 
0~50rag« «fcO$?£L<&m. 0~2 0mgT?^. ^PWK&W 

Tt>gft5#, HAtf. ftM^J^-ettMa^lx.^ (6 0kgt 

20 LT) tC^ViTtt, -BtCO^O. 0 1~3 0mggg. #£L<«£J0. 
l~2 0mg@S> <fc9*?£lXte$0. 1-1 0mggg£M&ft£<J;0 

(5) ^.mou-t^-mm^twm^^^omm^mt^ 
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5 , ftffl**. Ktttt*. Mttffltt*. #EWIM& AX« 

25 y#U>©«fc5fcth*8J. */t-5>K 7#*/ifi£fc&^xU-<Z>«fc?fc 
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5 . :/F£«**©*!l©*lft*fc£tr«« D-VJUfh-Jk D~ 

-h8 0™, HCO-5 0) &££0M§LTt>J:H. fSft&tbTkL fl*tf 

io . *s»&wfflvi&n, mmmm^^Bmm^o^ 

*fc, ±ETO • i&fKMtt, ««« (WAtf. U>8Wt. » 

ih^t'tE^tTfei^. wsEsnfcawistta*, ®s^7>^t^« 

SJMfc 7«;K 
20 a fcttLTftWaztJ&tT?**. 

kgtLT) fcfc^Tfi, -BJC^^^O. 1-1 0 Omg, $?£L<«:*n. 
0-5 Omg, «kOff*U<tt»l. 0~20mg^§. #£PttKftrr 

25 5*£tt. *© i aift^attfi!^*. *mwwb. ^ a#*fe&^t«ko 

Tfcftfc***, tt»3W©»T«a*«*.tf, £«J££ (6 0kg£ 



• * 

WO 00/49046 co PCT/JP00/00927 

5 y 



1^2 0mgiE iOEFSKfcflO. l-l0mg8flE*#«ft»^*5 

(DAIEJM r 5 5>#-r A / 7 y -fe-f J (Wttk BSfO 4 9 ^58fr) 
(DAOT ntt? s>*>r A / 7 y ir-T J (Wttt BHfO 5 4 ^58ff ) 

<«*.«, *7^F, #"<7^Fttfc£ft. £f&<fcS#N 56*4«« 

ffitt (0iJ;tfcf> 7HF>III« 7-fe^3'J>iSK, «rtCa 2+ llH, 

i^cAMP«, »cGMPM -ry->h-^u>«afc WW 

«ifirt8e«©u >mt* c - f o s ©«ttft» pH<DfiT»i*& 
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5 fc©«£r*£«^£ii-3fc£ttfc£*««*i<5 (fcfc. ±13 «) ©ft£4&l« 

T&bl^ #f!91«* (i) *»iW©H2:^-fie* , bKtt't©»^ 
y^HSfctt^Oifit, (ii) *%BJ©l/-fey 

© UtZf?-W&nhV < ttXVtoftttt H ££«-?•©&£ ©*§£&£» 

#5EW©X£U-~>^#fefcfc^Ttt, (i) £ (ii) ©«£tc£tt3, 

15 as^tT, ttisTs 

20 ittjfs^t<&#mt-r5'j^>Ft*f6W©^-fe^-seKt©^ttS: 

©gf£ U fc "J * > H S , *56 W © l^-fe ^ - 8 e » *^*T* WHS * 
25 eaLfcU«>H©R«IBSfett»Rii»»1"*iB^***^^» 



• 
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3U>)S«I. Ml*lCa 2+ » iWcAMP4^ ttrtcGMP*^ 
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4, mmm%&%w>, «ftgaff©u>g^ c-fos©snt ph© 

fc k h © Gg BSt«S! U-fe 7* -8 fiK t 'J # > H t ©»£&H*TS#5 

15 i ? T, -«*y-~>^©&g#fc<fct>, u^f>HtGaa**as^ 
■fe 7* -s e * t ©M£ silt sfls^* < x * u y tftz - 1 
set, u-->^nfcftW7^ h*7>^^ 

*56M©X^ y-=>^5Fft©^«fcR9i&&Tfc-rs. 

TfcoTtxkv^ ^^©^^-ses^w-rsi«a»^©ies©ai 
mmmftmmx'&Zo l**u #ickhft*©«sttx#*J«*THii36:^ 

X^U-->^{Cffl^e>n5t>©ttTtt, |&lfc*.#fcfflV»T**f6 
25 StS-efc^y h**©Hr^-SeR»^**a^T^5. 
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SPJOD N A ft«1UM^ftAlttl*«rai1"« i 0 fx ft 5 t U 
i«fc«WII«»*3-H'r*DNAl(f)lrC««tlDNA#»JB^6n 

polyidrosis virus ;NPV) ©*U^FU SV4 0E&*O 

p 6 ^.5?^-^.^.;X-f*P5?*^-^S^hU-0. Biol. Chen. 
) ,267#.19555~19559H.1992*fO CB«0*tt«oTffft5 

o 

J&K^<«n«5iI»0^t*V^. IBI&O**^^^^* 4 * Potter- 
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Uho> (Kinematicaftg) ©£5», 7U>f^^ 

5 iC^t<fci>^ii^ifctTffi^e»nSo iSMMfcflfti (5 0 0 

r pm~3 0 0 0 r pm) T0}R (Sft. 0#) *&U ±*« 

S&fcSRi (1 5 0 0 0 r pm~3 0 0 0 0 r pm) TiI3t3 0#~2PSISI3 

l»Jfi££0 1 0 3 ~1 0 8 ^T&S©aW£lX, 10 5 ~10W<&5 

iiumwi s tut »j *f > f& Em ^ e> ns. 
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zzt\z£K>u-t79-w&nmzm?Zo /ty77-fc«* p h4~i 

0 (g£K«pH6~8) ©U>»;Vy77- HUX-W/Xy77-«C 

WTfeJ:*. *fc, ##JWMI**«**«l«^ CHAPS, Twe 
en-8 0™ a6£-7h9*tt) * 

1BSttffl*Ay77-ttinAS££fc-e£*. 7'P^7~Wc**l' 
t 7£-*ij#>P0^fc»*.*l»TPMSF, D-fV7»» E-6 4 

£t>-e#3. 0. 0 iml~10ml©*lHr7>-**K:» -« (5 0 0 0 
cpm~5 0 0 000cpm) 0||U'J«>F*tt^ H*fcl<r«M 
~1 O-^MCMM^^^S. ##gtt*SSS (NSB) 

i»6 5 0t, S*b<tt»4t:*&3 7'CT!, »2 0»*&2 4I«M. St£b 
<tttt3 0*h*&3IMWr3. ElMfc *5^««W«BiU »©PIA 

©*«7>MB 0 ) *&*MtAttll*ft (NSB) «|V»fc*9>h (B 0 -NS 
B) fclOOXfcbfc*. (B-NSB) fll*-^ 5 0%Fi 

a. 

. MCall. iWcAMP^ WftrtcGMP^ -f/->h-^ 
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10 -f§fTfcoTfe«fc^. *fc, c AMPi^lWlftilOiSttK^^lt 7*^ 

«jaia»stt*ajfebTx^ u-~>^£fT&5i;te, ®ii&ni7*-a 

KK-fb^tttUTtt, ^7^H, ?>/17> fls^^ HttflS*** 

smt^m. fzn&m®* mmmm* mmmm, m®Mm\mtz£tfm 

20 TfeckV\ 

»©n©^ ssrr * fe ©& * a. 
25 #sggj©7£ >j-=>^ffl*y h©^j<hLTtt. &©t>©a<fctf e>n*. 

1. 77U-->^fflH^ 
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Hanks' Balanced Salt Solution fc, 0. 0 5%^-/ii7 

X10WA». 3 7^ 5%CO z , 9 5XairT?2HPWMI^fc 

t>©. 

10 ®«IK>J#>F 

KT1 ^MC^TS. 
15 U*f>FftO. 1%^->M7J^S> <->^a» «ttrPBST!lmM 

2. M&& 

OMB*. H3tlBWWlmn?2m»bfetl. 4 9 0 n 1 (OMUflMIK 

20 *&K\zMx.Z>* 

©1 0- 3 ~l O- 1J M0«^«i55;i lMfct. *«U*>H*5 

pi ft*. MIfcTllMBWM*. *#*WiM**»*fc*fc»W» ft 
25 »'J*f>K*0. 2N NaOH-l%SDS«U 4ml«-»^ 
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6 8" 

JfcU Percent Maximum Binding (PMB) £#©i£ GRD T***S. 

PMB = [ (B-NSB) / (B 0 -NSB) ] X100 
5 PMB : Percent Maximum Binding 
B : tt#*!Q*.fclS©ffi 
NSB : Non-specific Binding 

b 0 : mx&sm 

igpH, jjfflJ3&fiCa 2+ j£g|L IWcAMPM, iif^cGMP^. -f/^ 

i—;uu >ggg£, «fimtt£ft< tttertaeR©'; >mt. c - f o s © 

M^tbTtt. *7>K. ^^yfFttM> £fi£ft£#J 

*f6W©l/-fe^-Sa«fc»'r*7^-X Mi, *56«©n:^-sa 

25 Rc»-r*u*>F*«#i-s4asftttra*©^ffl**bT^*©-e, «u*r 
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-T/ufr/vtea). *» 
fettttiu J&ftttffiftl& SrSiOM* AI«**&, 

tf^EI^icbT. eg. xu*5//MH, t^d*?* 

(HAtf, 77K k'ys?, 7*, -f*, IWVfc 

EfciDIMltt****. HR«C«*«» (6 0 

25 kgtUT) fcfc^Ttt. -B^t»0.1~10 0mg. |ff*U<tt»l. 
0-5 Orag> «k!Jff*Kttttl. 0~2 0mg-e$5. *ftPWC«4T 
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Tt>S3&:<5^ a»a©»T?aa««^«» (6 0kgt 

LT) fc^HTtt. -QfcoSf&O. 0 1~3 0mgg^ $f*L<ttftO. 
l~20ragg^ &*)ft£L<\mo. 1-1 Omgg«S#JRaitK:«kO 
5 a#«©3Wff*^T?**. fl&©iJ03©«£t>* 6 0kglfcD£&gLfcfi 

m rau ^woni^-aeRcttOB^cHarss*©^^*^/ 

15 Kft^«&*58W©H:^^-SeR©«SB^tHi|-rs«A 

, M*>%o>m& mm* mm. mmm&* 

20 h WR««ft(«*tfKJMEfi-<>IB*-llE« • »MMW»»> ©«*£# 

25 n©**wictt*L#**t©**tt«p«. *fctsMw«ai&t*©ft»a©* 



# 
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more® 

^ 7A , 3 _n, x*y-;u) . #y7*a-* 7n£k>?u 

-h80™» HCO-50) fc££#fflbT<b«fc^. ttttSfc^Ttt. 
*fc. ±B*B • iWHBtt. ( ^ J *-^ u B 

jw»ft£tB^uTt>J:^. ii»*nfcfl*«Ha* *sfc7>7>wc** 



\ 
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¥tft^ (flAtt. 7 5/K tftMr, fcy* 7*. ^ 

£K«k0llfttt*5**, fiP«!#©«^. HRWfcfl**** JE*e«*.<6 0 
kgttT) fc&HTWu -Bfc^SBlO. 1-10 Omg, $?£L<W$jl. 

0- 50mg, «tr)ff*b<ttttl. 0~20mgT&£. #«P«fc#51" 
*»£Bu *©10tt«tttt4»*.' *HWM& R4#ttfc2fc«fco 

10 T*>H&£#, a»«l©»T?»a#«IA«» (6 0kg<h 

LT) fc£V>T«, -HKl^^ftO. 0 1~3 0mggg» $?£IXW$J0. 

1- 2 0mgg«, «fcD#*L<tt»0. 1-1 0mgg*felMftft»fcJ:9 
a4TS©^»«^T?**. «&©»«©*&*>» 6 0 kgiifcDK&gbfcft 

15 (9) *38W©V/«fe^-M»*>b<r3:*©»^^H*fctt*©*©J6 
1 

#»B©tt#fct #f6«©Mr7*-£e*&ftftttfcB*W"* - faOT?** 
©T, ^»©*^B^ou-fc^-^PR©^ ^K+^F-fytHfeM 

20 (i) mW<DVi&t. WWR**l««ftHr7 r ^--aEe*fc*«^WfcR 

*trsfttt*+©*f8w©n:^-seji©j£*i*» 

(ii) S^<hfi^±tc™bL,rc*^^©^fe«k^«M^^*^^ 0 
tt#t*H«p*6Vi«l««lK:R**-&fc©'&» Wftaft±©saffll©iStt 

25 sarrs - 1 twRtrft****©***© i/-fe^-»e«©Mtt* 




* • 
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Fab'. *5WttFabi»tflWTW^ *5BWOIHe^-«M» 

.mm. t 12S n. t 13i n, c 3 h) . t»«c) fcawB^&n*. ± 



m 
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giu (b/f^h) , b, F^?tifr<Dmmmm\s> mm*v>tfM^* 



WO 00/49046 PCT/JPOO/00927 

75 



i^A/TyiM) OMttt. H»4 9«ff) . Aff mil «^5?*-f 

j (sm w»5s*wr) . (*2ik 

) (SMK, WHI5 7*5Wt> . S/Hfl»6« W*ft«Mt3*J (»3K 
) <B*«<W#6 2¥»fTK W^X-O-I^^ (Methods 
in ENZYM0L0GY) j Vol. 70 (Immunochemical Techniques (Part A)), H« Vol. 
TSClmmunochemical Techniques (Part B)) , H* Vol. 74(Immunochemical 
> Techniques(Part 0) , H* Vol. 84 (Immunochemical Techniques (Part 
D-.Selected Immunoassays)), PMF Vol. 92 (Immunochemical Techniques (Part 



\ 
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E:Monoclonal Antibodies and General Immunoassay Methods)) * M Vol. 
121 (Immunochemical Techniques (Part I:Hybridoma Technology and Monoclonal 
Antibodies)) (U±» 7*x£ v *7K**t2SfT)fc£#!&l . 

-T/ufr/uteii). *;he>*©*A ttP»«, WWttiu 

10 KStttttttft *i«H«, AItt«+l&. JL«-5oit&£) 

, ff/B/»/rt»«^(«Aia»S!*-«ftl»«Fft», «tttBI(7l/JMf- 

Wfctf)*) ©i^»fs-r5cit* J T?€r5. 

«-H+©*56W©Hz^-«eK©*ffl, RWUBrtC^W****©^ 

-^a«©^i>©##r & 2 ©fc© cttJBT* 2i s. 

(1 0) »Bilfc*»t**»W©H:^-«eK*fctt*©»^^^ p ® 
20 M«rSgfl:$#S{k-&«©^f J-->^« 

#3S8J©ia#«> *»9i© M^-BBKfe t < tt-t©»^^^ 
tt*©ttfc*J*ttfcWrr*::fc*^**©T?» auSKfc*tt**5SW©Hz: 

25 Tfcfc>"&*B9itt, 
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10 



15 



20 



25 



&$i©x?'j-->^;^ 

(i i) sbb© m^-sa* t> t < Kzom*?? h ^mtmm 
^ ^-ge«*fctt^©»^^ H mwicfiw- 

(iv) **89i© u-fe^^-gSR^ t < tM-©*£"^ H &56Sf 

(i) iE#**v»a«**rJHfkh*?L»* * 

k^y, *=i. <^ *m*jl* zvmmzmzyy 

. jUEttm turn. WHWKta wi»j«w«xhw ( 
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5 Mtis&W (fl&tf, HJ b>Xl 0 0™, 3>>f->2 0™fc£) &£*fflV». 

Bi^<t$n5I^ilt5^5. bTWu Potler- 

10 Uhn> (KinematicaftgD ©<t^«#, fifSC^sa^ 

& b fc# z mm *m n / xjw e *w s ^ 1 1 «k atf * 
wrens, wwomkb:, ^Ha^n^efi^Ka^Kft&^oiS 

&;&K:<fc3#Hi£#£fcUTffl^5tl5. «M££{£i£ (5 0 0 

r pm~3 0 0 0 r pm) Tfil&W ^1^-10^) iS4>U ±»* 

15 ^^tCffiji (1 5 0 0 0 r pm~3 0 0 0 0 r pm) T'®S3 0 #~ 2 S#Pb1jI 

20 h«P*fJit*t<fc0^*T5^t*iT#5o 

(i i) *fgnj© b < tt-tcffl^^^ H *JBHfc 
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O^lUIMtt. J:0ff*b<ttl«HBIW:^^6«WI«) *>K« 
-fcWHft (3 0*tf£fcV>b3B&, ff*l/<ttlW«»^l'2B«' *° 
ff*b<ttH»WllftV»b2 4IIIWI) , Sfcttiffl^^liWXM/X 

(ii) aw*^**tticftv4Mrr»Kt««ft^*^+ CB **** 

(iii) jE^^S^tt^ft^xJ^kMeSLft* 9yK * 
tf*. t7v, ^> frS'. **fc£. iDWW9CB«*5? 
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(iv> *%w0ut7?-m&mv<\t*0m*7?\ : *%&'$'z>&%& 

10 5f JtO U »Ca 2+ a ifirtcAMP4J«, «cGMPt 

15 {fc£«8n?*3. 

, f&SSttfc, KSffiJfa. IMHUMHim. MWt AXttIB 
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?»K 7*. *3* ^ 

wb#«*fctt*o*«>a«^ ***** **- 

kgtLT) fc*l>Ttt. -Bll^tfiO.l-lOOmg, ff*b<tt»l- 
0-5 Omg, *0ff*U<tt»l. 0~2 0mg-C*5. #fcP 

Tt>£fc*^ IWPfClilSmH Stt>* (6 0kgt 

UT) fcfcWCtt, -BM*»0. 0 1~3 0mgiS» »*U<B«0. 
l~2 0mgg£, ±0ff*U<»»0. l-10mg«*Mft«Ci0 
tt4T*©3Wff««**. «W>»*©»**>* 6 0kgSfcDfcJI*bfc* 

(i i) «wifc*it**»»ions^-«e»*fc tt *®«^^ p ® 



25 
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6 lei**© «k 3 fcmxmto***-** - Bit©*:© 

*.«. 71m-* (*u x*/-;u) , #U7JU3-* cm. yotru>^u 
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83 



-h8 0™ HCO-5 0) KEtmVXh^. m®tVX&. 

iETft-iwwiii. urn u>«ww*. * 
ih^fiE^btw^ ii$nfc»m. aa«sr>^c*« 

Atttt 7 9K ^ *^ 

15 kgtU) ttWIi -BW*»0.1-100mg. ff*U<»»l- 
O^Omg, ±Dff*b<tt»l. 0-2 0mg«*. 

LT) fc*wctt. -B»#»0. 0 1~3 0mg^ ff*Ktt»0. 
20 l-2 0mg«, J:Dff*b<tt«0. l~l 0»gtt*WKt*«* 

(1 2) ^^H6WI'<tt*^^ ,, » fcttWl,: 
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io (13) *fgw©GgaK*ftan:^-fiaK&=«-H-r*DNA*3rr 

t?x> tu/v> 7^ w 

*58W©DNA*»jfe»*lCfB^*l3:SK:*fcoTt4, «SDNASft»«US 

^5©#HKfc^nflJT*S. £1t3 £ **©*5B9!©DNA«<E£3 , & 
20 cnt«IPItt3^^ft«**©**W©DNA&ft«IBIBaT?56SS* 
3^a^ot-^-©T»C^tfcJte^>Xh7^hS:. 
iMrSttW'V^ ? □ -Y > yi * -> a >T 5 JL t \Z <fc o T*5EW© Hz Z?9 - 
Ifi8SJtItt5DNAlls»l«l*fflllTt5. £©7P*-*-£UTtt 

, -M^xtt^yp*-*-, /^ow-f^^^x^ 
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$»iP«ififtP»c*»t6**woDNAo«itt. nmm^mmu^ 

d n A&mm*. sec* d ibtm«c«w* c 
^sa-r * :tiuD -r^TflD WjWKd n a * rr a £ 5 z t 

«*. *JWIODNA«l^7«)ttl1 , «DNAfcl/<ttRNA 
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I UP AC- IUB Commission on Biochemical Nomenclature Kl«fc5B&#& 









5 


DNA 






cDNA 






A 


: 7f^> 




T 






G 


: ^7-> 


10 


C 


: ->h>» 




RNA 


: U#«» 




mRN A 


: ^yt^-WS 




d ATP 






dTTP 




15 


dGTP 






dCTP 






ATP 






EDTA 






SDS 




20 


G 1 y 


: 




A 1 a 


: 7?-> 




Va 1 


: A*'J> 




Leu 


: 




I 1 e 


: -f vn-r-» 


25 


Ser 


:-fe'J> 




Th r 
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Cy s 


: /ATI s 


Me t 


: ^t* — y 


G 1 u 


: yvl/? 7 — /K 


Asp 




Ly s 


: 'Jy^ 


A r g 


: 7;U^~ > 


H i s 


: \L^ : Jy 


Phe 


: 7i-JV77-> 


Ty r 


: fD-» 


T r p 


: h'J^h77> 


Pro 


: 7 p u y 


A s n 




G 1 n 


: !f)l*$y 


pG 1 u 


: i;nws>8 


Me 


: 


E t 


: X3^S 


Bu 


: :7^£ 


Ph 


: 7x--)H 


TC 


:^7'/US»-4 (R) H 



Tos : P- h^X>7JU7*-;P 

CHO rskH/S;!/ 

Bzl i'OvW 

Cl 2 Bzl : 2, 6-y7DD^>^ 

B om : 'OSWtf+S'^JI' 



0* 
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C 1 - Z : 2 - 2 a wO-Jfrtt^tD^-h 

Br-Z : 2 --JUtOWVttz/jJfrX-fr 

Boc : t-7h*$'ilfr*-fr 

5 DNP : e;- h07x/-;i/ 

Tr t : HWP 

Bum : t-Zfh^r : y^)V 

Fmo c : N- 9 

HOB t : 1 -hh*a*^>XHJ7\/-;U 

10 HOOBt : 3, 4-^kHP-3-tHo*v'-4-^y- 

1,2. 3-^>VHJ7v> 

HONB : HD+y-5-;j^i^>-2, H?*^H5F 

DCC : N. N* -yy^0^y;WJ^^5H 
*9HB»©E*l£©Efll##fck OT©E?!l£^1~o 

15 CIH^J#^ : 1 ) 

*5EW©thj»ll**«raGSaR*ai!^^-a^*hSLT©7S 

(E?IJ#^: 2) 

20 GSeH*SS!U-fe^-SeRhSLTS3-H"rScDNA©*SE5«l* 

ST . 
CE?|J#^: 3] 

*f8l8©HM»«**«faGBeR*(S!SH:^-aeRhSLTS3- 
FT* c DNA^^ >^-T5fc©fcffiffl tfc^-T "7- 1 ©mSBB^J5: 
25 ST. 
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t*cDNAS^O-Z>jft*fc»C««l'fc^'f^-20ai©i** 
1*. 

^O^iS0lllT*#enfcEscherichia coli DH5a/pCR3. 1-hS 
5 LTH Wll^ (1 9 9 9^) 4^2 8S^e>S*ffl^^<^* 1 

-i-3, mmmmxmmfc&ftx¥xmmm%ffi cnibh) c« 

«FERM BP-6710<i:bT, 1* (1 9 9 9*) 4S20B 

*6 B*H*B»*RHrWllK+H*«T2 -17-85, • 
ffi(IFO) fc«Ft&£#I FO 1 6 2 8 4tUTSFI6*nT^5. 

10 

fftfctt, • ^7D-->^ (Molecular cloning) CBBtfe£*lW5 

15 ^feldt^ofco 

i t MiroGieiMi^-z^-ias^^- k« cDNA 

thfcUcDNA (CLONTECHtt) ftHfitU 2«©^5^^ 
20 ^7<T-1 (Eft**: 3) ^5^7-2 (©IH : 4) *»V»T 
PCRRJfittfrofc. *JE*K:*»t*E*6WO»«»iiEcDNA01 0»© 
1 UTttfflU Advantage 2 Polymerase M 

ix (CLONTECHft) 1/50*, ^^-l (6B«^:3) £ 
<k^7-f7-2 (j£»^: 4) £ £0. 2 ^M, dNTPs 2 0 0/*M 
25 , &&XffiM\zm<OKy7 7-*toZ-> 2 b a KDmmtVtc. PCRKfc 
ft, (D 9 4"C • l#©ft. © 9 4<C- 2 0&\ 7 2^3- 2 £01^***3 
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®9 4X; -2 0#, 6 6 8*0 • 2ft<D*M>7)V*3®. ® 

9 4'C-2 0|J\ 5 8"C-2 0#, 6 8*0 • 2#<D1M Zfr* 3 6I«!8iDigL 
, <D 8*0 • 7#©#£K££frofc. RPCRR^ORl5*«&T 

A^D-z>^yKInv i t r ogenffiO!!l»^77$ W 
5 *-pCR3. KInv i t rogentt)^ ^^D-->^bfc. ilft£ 
«DH5ol:#AU cDNA£fc^P->£7>t!>'U>££tfLB 

K^CTl/t:^-MeK^3-F'9 w ^cDNAE^l (IB?!!#-*t : 2) 
. H©cDNAJ:03»*fflSn*7ayaE5l (E2W##: 1 *^WT5«f« 
10 GaeR#fSfflM::/*-£e«&hSLT£*£U Jl©»flKJft#&*ll 
M (Escherichia col i) DH5a/pCR3. 1-hSLTtWl/t. 




hSLTf!SCH0i8Blia©fPfi! 

*&£0ij i TSBJiOTwan&t h jgjRft3iaiSLT©±ft7 = / mmmz?- h 

15 LfcJt^*#Abfc^7^5 KpCR3. l-hSLT*ffl^T^S^*tfcE. coli 
DH5a (h-3-#-) SJMIU Plasmid Midi Kit (*7y>tfc) 
pCR3. l-hSLT©y^X$ HDNASWSLfc. cnfcCellPhect Trans feet ion Kit 

CHO-Mfl&KgALfc. 10 mg©^^XS HDNAftU>K*^'>f At©*tt» 

20 mmtL. 2mr$mzs x lo'sfc&i x io*m<Dcm-K\mm*mmvtcio ar> 

^-l/fc^jQbfc. 10X^->teiejfii»*$trDMEII««lTlBM**Ufcft. mft 
U SR»*"C**10X^*>Jj&jejlilfllRtfliig/iil G418&^trDMEII^T^t 
fc. a«i&ifttTi8}|bT<-&hSLT565CH0aifi©3P---4 0^P->&S1R 

25 TaqMan&tc£0hSLT©mRNAS£$l£ • P e-*fc**fflL&. *©»*» f8S* 
©JfiftMftfcU"3*D-> (#5, #7£<fctf#2 8) £l#Lfc. 
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0*. ^tfJtn&fca-FTWU**!'*^ <«**.«. DNA, RNA 
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it # © m m 

I. E*d#^: n?*JbSn«75/KE5!li:H-fel/<tt*«ttKN-07 

5. E50#^: 2T£Sn*fiSEfl&WT5*3^3E*©# , JS*l' ; i'3 1 
Ho 

7. «*«6E«©ft»^.^^^-T?»«te«l*#*:»«<eift#. 

8. tf#B7Btt©jffM&&#*8*u 11**1 E«©ae»^**^© 

-5 ft 1 Efl©SeSSfc:tt^©^©IS3ift. 
' 9 . W £31 1 IB«©Sa« fe L < ttff 2 EftOffifl"^ K ££«*©& 

15 Kft-rstfcft. 

#3!9fE«©$ift. 

II. »^9E^©^^WbTfeS^»r^. 

1 2. »^l|B«©MBK ! bL<«tt*«2E«©»^^H^fc«^ 
20 US Z t £<fc 0 5*15 5« 1 E*©£e«*fcl±-t©*K:*ra'S 

13. fcjfcm 2EttoU#>K£SWbTfc5IS&. 

1 4 . ft&g 1 EfcOgSR fc U < 2 E*©^*??- H tifcte^© 

jft&fflu* ^ t *«r«fr*»** i E«©sa«*fctt-t©ttK:»-r s u # 

25 > K©ifc£m 

1 5. »*SlE«©»e«-bL<tt»**2E*©»^^H*fctt*© 
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18. Ull SMO^U-:^*^**™** 1 6B«0^f y- 
1 9 . m^M 3 IH«0# 'J * 9 V*? HiiA<7, h U >^x > hft*frTt A 

15 £*i/T&*#y**i'*^H. 

22. m^m^mom^^t^mt-r^m^mi^momBmo 

20 2 3. »M2 1 *fcttWW2 2l«fl)SI*»WW"««« W6 

24. »«JR2lB«OSt**tt*ffl^*-t**« W ** H#«1I2«© 

25. mxmzmmcDitLmmzm^tzmt'rz. wmz*n* 
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2 6. ««JS2 4E«©X^U-=:>^ffi&ffl^T#&n5*, 
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OA 9ifl 40 

sssasssasssss 



50 60 



100 no 120 



ssssasssassss 

170 180 



BBS !====™== !: 

======= 

====== ====3= 

====== 

™! — «™™ «~S SEX 

SerAlalleM ETThrValME TSerYalAsp ArgTyrPbeA ULeuYalGl nProrneivrg 

460 *80 

a=sSss=BS3E=s 

cin 520 530 540 

SS =5=5 353 555= 
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550 560 570 580 590 600 

GTTGAGAGTT GTGCTTTTGA TTTGACATCC CCTGACGATG TACTCTGGTA TACACTTTAT 
ValGluSerC ysAlaPheAs pLeuThrSer ProAspAspV alLeuTrpTy rThrLeuTyr 

610 620 630 640 650 660 

TTGACGATAA CAACTTTTTT TTTCCCTCTA CCCTTGATTT TGGTGTGCTA TATTTTAATT 
LeuThrlleT hrThrPhePh ePheProLeu ProLeuIleL euYalCysTy rlleLeuIle 

670 680 690 700 710 720 

TTATGCTATA CTTGGGAGAT GTATCAACAG AATAAGGATG CCAGATGCTG CAATCCCACT 
LeuCysTyrT hrTrpGluME TTyrGlnGln AsnLysAspA laArgCysCy sAsnProSer 

730 740 750 760 770 780 

GTACCAAAAC AGAGAGTGAT GAAGTTGACA AAGATGGTGC TGGTGCTGGT GGTAGTCTTT 
ValProLysG InArgYalME TLysLeuThr LysMETYalL euValLeuYa lValValPhe 

790 800 810 820 830 840 

ATCCTGAGTG CTGCCCCTTA TCATGTGATA CAACTGGTGA ACTTACAGAT GGAACAGCCC 
IleLeuSerA laAUProTy rHisYallle GlnLeuValA snLeuGlnME TGluGlnPro 

850 860 870 880 890 900 

ACACTGGCCT TCTATGTGGG TTATTACCTC TCCATCTGTC TCAGCTATGC CAGCAGCAGC 
ThrLeuAlaP heTyrValGl yTyrTyrLeu SerlleCysL euSerTyrAl aSerSerSer 

910 920 930 940 950 960 

ATTAACCCTT TTCTCTACAT CCTGCTGAGT GGAAATTTCC AGAAACGTCT GCCTCAAATC 
IleAsnProP heLeuTyrll eLeuLeuSer GlyAsnPheG InLysArgLe uProGlnlle 

970 980 990 1000 1010 1020 

CAAAGAAGAG CGACTGAGAA GGAAATCAAC AATATGGGAA ACACTCTGAA ATCACACTTT 
GlnArgArgA laThrGloLy sGluIleAsn AsnMETGlyA snThrLeuLy sSerHisPhe 

1030 

TAG 
*** 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Novel G Protein Coupled Receptor Protein and Its DNA 
<130> 2590WOOP 
<150> IP 11-041336 
<151> 1999-02-19 
<150> IP 11-125768 
<151> 1999-05-06 
<160> 4 
<210> 1 
<211> 340 
<212> PRT 
<213> Human 
<400> 1 

Met Asn Pro Phe His Ala Ser Cys Trp Asn Thr Ser Ala Glu Leu Leu 

5 10 15 

Asn Lys Ser Trp Asn Lys Glu Phe Ala Tyr Gin Thr Ala Ser Val Val 

20 25 30 

Asp Thr Val He Leu Pro Ser Met He Gly He He Cys Ser Thr Gly 

35 40 45 

Leu Val Gly Asn He Leu He Val Phe Thr He He Arg Ser Arg Lys 

50 55 60 

Lys Thr Val Pro Asp He Tyr He Cys Asn Leu Ala Val Ala Asp Leu 
65 70 75 80 

Val His He Val Gly Met Pro Phe Leu He His Gin Trp Ala Arg Gly 

85 90 95 

Gly Glu Trp Val Phe Gly Gly Pro Leu Cys Thr He He Thr Ser Leu 
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100 105 HO 

Asp Thr Cys Asn Gin Phe Ala Cys Ser Ala He Met Thr Val Met Ser 

115 120 125 

Val Asp Arg Tyr Phe Ala Leu Val Gin Pro Phe Arg Leu Thr Arg Trp 

130 135 140 

Arg Thr Arg Tyr Lys Thr lie Arg He Asn Leu Gly Leu Trp Ala Ala 
145 150 155 160 

Ser Phe He Leu Ala Leu Pro Val Trp Val Tyr Ser Lys Val He Lys 

165 170 175 

Phe Lys Asp Gly Val Glu Ser Cys Ala Phe Asp Leu Thr Ser Pro Asp 

180 185 190 

Asp Val Leu Trp Tyr Thr Leu Tyr Leu Thr He Thr Thr Phe Phe Phe 

195 200 205 

Pro Leu Pro Leu He Leu Val Cys Tyr He Leu He Leu Cys Tyr Thr 

210 215 220 

Trp Glu Met Tyr Gin Gin Asn Lys Asp Ala Arg Cys Cys Asn Pro Ser 
225 230 235 240 

Val Pro Lys Gin Arg Val Met Lys Leu Thr Lys Met Val Leu Val Leu 

245 250 255 

Val Val Val Phe He Leu Ser Ala Ala Pro Tyr His Val He Gin Leu 

260 265 270 

Val Asn Leu Gin Met Glu Gin Pro Thr Leu Ala Phe Tyr Val Gly Tyr 

275 280 285 

Tyr Leu Ser He Cys Leu Ser Tyr Ala Ser Ser Ser He Asn Pro Phe 

290 295 300 

Leu Tyr lie Leu Leu Ser Gly Asn Phe Gin Lys Arg Leu Pro Gin lie 
305 310 315 320 



WO 00/49046 PCT/JP00/00927 



Gin Arg Arg Ala Thr Glu Lys Glu He Asn Asn Mel Gly Asn Thr Leu 
325 330 335 

Lys Ser His Phe 
340 

<210> 2 
<211> 1023 
<212> DNA 
<213> Human 
<400> 2 

ATGAATCCAT TTCATGCATC TTGTTGGAAC ACCTCTGCCG AACTTTTAAA CAAATCCTGG 60 
AATAAAGAGT TTGCTTATCA AACTGCCAGT GTGGTAGATA CAGTCATCCT CCCTTCCATG 120 
ATTGGGATTA TCTGTTCAAC AGGGCTGGTT GGCAACATCC TCATTGTATT CACTATAATA 180 
AGATCCAGGA AAAAAACAGT CCCTGACATC TATATCTGCA ACCTGGCTGT GGCTGATTTG 240 
GTCCACATAG TTGGAATGCC TTTTCTTATT CACCAATGGG CCCGAGGGGG AGAGTGGGTG 300 
TTTGGGGGGC CTCTCTGCAC CATCATCACA TCCCTGGATA CTTGTAACCA ATTTGCCTGT 360 
AGTGCCATCA TGACTGTAAT GAGTGTGGAC AGGTACTTTG CCCTCGTCCA ACCATTTCGA 420 
CTGACACGTT GGAGAACAAG GTACAAGACC ATCCGGATCA ATTTGGGCCT TTGGGCAGCT 480 
TCCTTTATCC TGGCATTGCC TGTCTGGGTC TACTCGAAGG TCATCAAATT TAAAGACGGT 540 
GTTGAGAGTT GTGCTTTTGA TTTGACATCC CCTGACGATG TACTCTGGTA TACACTTTAT 600 
TTGACGATAA CAACTTTTTT TTTCCCTCTA CCCTTGATTT TGGTGTGCTA TATTTTAATT 660 
TTATGCTATA CTTGGGAGAT GTATCAACAG AATAAGGATG CCAGATGCTG CAATCCCAGT 720 
GTACCAAAAC AGAGAGTGAT GAAGTTGACA AAGATGGTGC TGGTGCTGGT GGTAGTCTTT 780 
ATCCTGAGTG CTGCCCCTTA TCATGTGATA CAACTGGTGA ACTTACAGAT GGAACAGCCC 840 
ACACTGGCCT TCTATGTGGG TTATTACCTC TCCATCTGTC TCAGCTATGC CAGCAGCAGC 900 
ATTAACCCTT TTCTCTACAT CCTGCTGAGT GGAAATTTCC AGAAACGTCT GCCTCAAATC 960 
CAAAGAAGAG CGACTGAGAA GGAAATCAAC AATATGGGAA ACACTCTGAA ATCACACTTT 1020 
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<210> 3 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 3 

ATGAATCCAT TTCATGCATC TTGT 
<210> 4 
<211> 25 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 4 

CTAAAAGTGT GATTTCAGAG TGTTT 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP00/00927 



A. CLASSIFICATION OF SUBJECT MATTER nnnr1 , /0fl nop 01/08 

Int. CI 7 C07K14/705 r C12N15/12, C12N5/10, C12P 21/02, C07K 16/28, C12P 21/08. 
A61K 39/395, G01N 33/50, C12Q 1/00, C07K 14/46, C12Q 1/68 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Mmmiumdoc^tationsea^ , 0 n 08 G01N I 

int CI 7 C07K 14/00-16/46, C12N 15/00-90, C12N 1/00-5/28, C12P 21/00-08, GOIN 
33/50-98, C12Q 1/00-70, A61K 31/00-48/00 



Documentation 



searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
SwissProt/PIR/GeneSeq, MEDLINE (STN) , WPI (DIALOG) , 
Genbank/EMBL/DDBJ/GeneSeq, BIOSIS (DIALOG) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



PA 



EA 



PA 



EP, 899332, A2 (SMITHKLINE BEECHAM CORP), 

02 March, 1999 (02.03.99) 

& JP, 11056377, A & CA, 2224096, A 

EP, 867508, A2 (SMITHKLINE BEECHAM CORP), 

03 September, 1998 (03.09.98) 

& US, 5874243, A & JP, 11028094, A 

Gene, Vol.248, No 1-2, (May 2, 2000), p. 183-189, 
Matumoto M. et al.'The novel G-protein coupled receptor 
SALPR shares sequence similarity with somatostatin and 
angiotensin receptors . " 

Biochem. Biophys. Res. Commun., Vol.265, No. 1, (Nov. 1999), 
p . 123-129 , Mori M. et al . , "Urotensin II is the endogenous 

ligand of a G-protein-coupled orphan receptor, SENR 

(GPR14) 0 

Brain Res. Mol. Brain Res., Vol.54, No.l, (Feb. 1998) , 
p. 152-160, Donohue P.J. et al., "A human gene encodes a 
putative G protein- coupled receptor highly expressed in 
the central nervous system." 



1-22, 24-27 



1-22, 24-27 



1-11,14-16, 
19-22 



1-11,14-16, 
19-22 



1-11,14-16, 
19-22 



□ Further documents are listed in the continuation of Box C. Q See patent family annex. 



a A" 



-a* 



Special categories of cited documents: 

document defining the general state of the art which is not 

considered to be of particular relevance 

earlier document but published on or after the international filing 

date 

document which may throw doubts on priority claira(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 



"P* document published prior to the mternational filmg date but later 
than the priority date claimed 



later document published after the internaUonal filing date or 
priority dale and not in conflict with the application but cited to 
understand the principle or theory underlying the mventicm 
-X- document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 
"Y» document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skiOed m the art 
document member of the same patent family 



Date of the actual completion of the international search 
30 May, 2000 (30.05.00) 



Date of mailing of the international search report 
20. 06. 2000 



Name and mailing address of the ISA/ 
Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No, 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOO/00927 



R« I Observations where certain claims were found unsearchable (C ontinuation of Item 1 of fi»* sheet) 



'• S Sate to subject matter not required to be searched by this Authority, namely: 

The subject matter of claim 23 corresponds to a diagnostic method 
for treatment of the human body. 



* D t^^rclateto^^ 

extent that no meaningful international search can be earned out, specifically: 



3. 0 Claims Nos.: ^««ta ncE with the second and third sentences of Rule^a). 

beca use they are dependent claims and are not drafted m accordance witn tne secono anu 

Box II Observations where unity of invention Is lacking (Continuation of Item 2 of first sheet) _ 

i This International Searching Authority found multi ple inventions in tms mtenuttum, appucation, as follows: 



, D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 



claims. 



□ As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

i 3 □ As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. □ Norequiredaddiuonals^ 

search report is restricted to the invention first mentioned in me cmum, 



BRSmaS^ PCT/JPOO/009 2 7 



a. mvR-tzzwofm mm&ftm (i po ) 

Int. CP C07K 14/705. C12N 15/12, C12N 5/10, C12P 21/02, C07K 16/28, C12P 21/08. A61K 39/395. 
G01N 33/50. C12Q 1/00, C07K 14/46, C12Q 1/68 



SKE&frofcE/NSSf** <mm®?t$® (IPO) 

Int. CI' C07K 14/00-16/46, C12N 15/00-90, C12N 1/00-5/28, C12P 21/00-08, G01N 33/50-98, 
C12Q 1/00-70, A61K 31/00-48/00 



Swi ssPro t/P IR/GeneSeq, MEDLINE (STN) , WP I (DIALOG) , 
Genbank/EMBL/DDB J/GeneSeq, BIOSIS (DIALOG) 



PA 



EP, 899332, A2, (SMITHKLINE BEECHAM CORP) 2, 3J3 , 1999(02, 03, 99) 
&JP, 11056377, A & CAj 2224096, A 

EP, 867508, A2, (SMITHKLINE BEECHAM CORP) 3, 9J3 , 1998(03, 09, 98) 
MIS, 5874243, A &JP, 11028094, A 



1-2 2, 
24-27 



1-2 2, 
24-27 



Iaj 4§i::B*afc5:fcift-ettfc<. HRW&fiftKSPSr^ 
TEj H^aHBmlomKSfctt^flF-CfeSiS, @&ffiSB 

B£L < ttte<D#S"J/£3a*«r^i-5fc*lc:5lffl-r5 



fXj #|c§iaofc5S:Stt?*>o-C. £gE*Sta>*.-C5SE 

±oX»to, 3g#«cio-ceE-e*> 
r&j e-'*tvi»77 s 



SBISiS&SSTLfcB 



30. 05. 00 



®®m&m<»m b 2 0 06 00 



B*S#fWr (ISA/JP) 
0 0-89 15 



4B 



893 1 



03-3 5 81-1101 3 44 8 



SaPCT/I SA/2 1 0 (^2^-i^) (1 998^7^) 



ft^8**3« (PCT1 7&(2)(a)) <0»^l-J: t» » wOBRP2«wnWKw«w»'-«'- 



S&tBE** PCT/JP00/0 0927 



1. 0 §S#<D«5B 23 



2. □ SS#Ot5H 



tt, ^JRiS*0©ffl-efcot P C T3UHJ6. 4(a) ©SB 2££tfSR 3 



3. □ ®*<om 

i fsma swott--w.g*tti/cv»g *»«>** qBi*-stt>3g>a*) 



4 n m«A^^^iiia^^«:»!fia^^^^ fcror ^ ^mib***, *m*m*«oms«| 



fc&PCT/ ISA/2 10 (JBl^-i?0«BI(l) ) (1 9 9 8*7/1) 



mnum%% pct/jpoo/oo92 7 



EA 



PA 



Gene, Vol.248, No 1-2. (May 2, 2000), p. 183-189, 
Matumoto 1L et al. "The novel G-protein coupled receptor 
SALPR shares sequence similarity with somatostatin and 
angiotensin receptors. " 

Biochem. Biophys. Res. Commun. , Vol.265, No. 1, (Nov. 1999), 
p. 123-129, Mori M. et al., "Urotensin II is the endogenous 
ligand of a G-protein-coupled orphan receptor, SENR (GPR14). 

» 

Brain Res. Mol. Brain Res., Vol.54, No. 1, (Feb. 1998), 
p. 152-160, Donohue P.J. et al., "A human gene encodes a 
putative G protein-coupled receptor highly expressed in 
the central nervous system. " 



1-11, 14-16, 
19-22 



1-11. 14-16, 
19-22 



1-11, 14-16, 
19-22 



iSPCT/ISA/2 10 ^<OSE#) (1 9 9 8¥7fl) 



